INTRODUCTION
Huntington's disease (HD), an autosomal dominant neurodegenerative disease characterized by the selective vulnerability of neurons in the basal ganglia, cerebral cortex, and other brain regions, is caused by the expansion of a CAG repeat in the IT15 huntingtin gene (HD Collaborative Research Group, 1993) . This disorder is one of a growing category of neurodegenerative diseases caused by expanding CAG repeats coding for glutamine (Ross, 1995) . Five such disorders caused by known genes have been identified, with at least several (and possibly many) more likely to be identified in the near future. Other disorders known to be caused by expanding glutamine repeats include spinal cerebellar ataxia (types 1, 2, 3, and 7), dentatorubral and pallido-Luysian atrophies, and spinal and bulbar muscular atrophies. (Ross et al., 1993; La Spada et al., 1994; Trottier et al., 1995b) .
CLINICAL FEATURES
In his classic paper of 1872, George Huntington (1872) succinctly described the disease that now bears his name. HD can now be considered a triad of motor, cognitive, and emotional disturbances (Hayden, 1981; Folstein, 1989; Harper, 1991) . Symptoms begin gradually, usually in middle age, although the onset may occur at anytime between childhood and old age. The disease progresses inexorably to death within 15-20 years of onset.
The motor disorder of HD includes both involuntary and voluntary components. Involuntary movements include chorea (rapid uncontrolled movements of limbs and distal muscles) as well as dystonia (involuntary movements of proximal muscles of the trunk, often more sustained than those of chorea). In addition, there is loss of coordination of movements, progressing to a state in which voluntary movement is impossible. The cognitive disorder begins insidiously with loss of mental flexibility and slowing of intellectual processes and then progresses to profound dementia. Emotional abnormalities frequently include depression and a manic-depressive disorder as well as nearly universal changes in personality with apathy and irritability.
NEUROPATHOLOGY
The pathology of HD is notably brain specific. No distinct phenotype has been clearly linked to any peripheral organ. Within the brain, there is strikingly selective atrophy, with the corpus striatum affected most severely. Although caudate and putamen show the most dramatic change, there is overall atrophy of the brain. In advanced cases, the brain often weighs 25-30% less than normal (Lange et al., 1976; Vonsattel et al., 1985; de la Monte et al., 1988; Myers et al., 1988; Albin et al., 1989; Hedreen et al., 1991; Persichetti et al., 1995; Ross & Hedreen, in press ). The basal ganglia takes up a relatively small portion of the entire brain; thus, overall atrophy is likely to arise, in large part, from changes in the more massive cerebral cortex and underlying white matter.
Within the corpus striatum, there is selective loss of neurons, with near total degeneration of medium spiny projection neurons but relative preservation of interneurons (Ferrante et al., 1985 (Ferrante et al., , 1987 Kowall et al., 1987; Reiner et al., 1988; Albin et al., 1992) . Golgi studies have found both degenerative and regenerative changes in medium spiny neurons (Graveland et al., 1985a,b) .
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